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Parental Obesity and Risk of Autism Spectrum Disorder
WHAT’S KNOWN ON THIS SUBJECT: Maternal prepregnancy
obesity is associated with an increased risk of
neurodevelopmental disorders in children, but previous studies
have not taken paternal obesity into account. This has precluded
differentiation between the effects of intrauterine exposures and
potential genetic associations.
WHAT THIS STUDY ADDS: Robust associations were
demonstrated between paternal obesity and the risk of autistic
disorder and Asperger disorder in children. This study is the ﬁrst
to implicate paternal obesity as a risk factor for autism, and
replication is warranted.
abstract
OBJECTIVES: The objective of the study was to investigate the asso-
ciations among maternal prepregnancy BMI, paternal BMI, and the
risk of autism spectrum disorders (ASDs) in children.
METHODS: The study sample of 92 909 children was derived from the
population-based, prospective Norwegian Mother and Child Cohort
Study. The age range was 4.0 through 13.1 (mean 7.4) years. Relative
risks of ASDs were estimated by odds ratios (ORs) and 95% conﬁ-
dence intervals (CIs) from logistic regression models.
RESULTS: At the end of follow-up on December 31, 2012, 419 children in
the study sample had been diagnosed with ASDs: 162 with autistic
disorder, 103 with Asperger disorder, and 154 with pervasive
developmental disorder not otherwise speciﬁed. Maternal obesity
(BMI $30) was only weakly associated with ASD risk, whereas
paternal obesity was associated with an increased risk of autistic
disorder and Asperger disorder. The risk of autistic disorder was
0.27% (25 of 9267) in children of obese fathers and 0.14% (59 of
41 603) in children of fathers with normal weight (BMI ,25),
generating an adjusted OR of 1.73 (95% CI: 1.07–2.82). For Asperger
disorder, analyses were limited to children aged $7 years (n = 50
116). The risk was 0.38% (18 of 4761) in children of obese fathers and
0.18% (42 of 22 736) in children of normal-weight fathers, and the
adjusted OR was 2.01 (95% CI: 1.13–3.57). No associations were found
for pervasive developmental disorder not otherwise speciﬁed.
CONCLUSIONS: Paternal obesity is an independent risk factor for ASDs
in children. The associations should be investigated further in genetic
and epigenetic studies. Pediatrics 2014;133:e1128–e1138
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Evidence from epidemiologic studies
indicates that maternal obesity is a
risk factor for neurodevelopmental
disorders in children. A case-control
study of autism spectrum disorders
(ASDs) in California recently demon-
strated that mothers who were obese
beforepregnancyhada67% increase in
riskofhavingchildrenwithASDs.1 Other
studies have found that children of obese
mothers have an increased occurrence
of attention-deﬁcit/hyperactivity disor-
der symptoms,2 an increased risk of in-
tellectual disability (IQ ,70),3 lower
mean scores on cognitive testing,4 and
a higher risk of schizophrenia later in
life.5 The association between maternal
prepregnancy obesity and child cogni-
tion is not consistent across studies;
some studies have found no such asso-
ciations.6
It is commonly assumed that the harm
to the child is caused by unfavorable
effects of maternal obesity on the in-
trauterine environment. However, pre-
vious studies have not been designed
to differentiate between intrauterine
exposures and genetic associations,
because the father’s BMI has not been
taken into account. This study sought to
expand on previous knowledge by in-
vestigating the relative risks of ASDs in
children associated with both mater-
nal and paternal BMI, using data from
a longitudinal, prospective pregnancy
cohort, the Norwegian Mother and
Child Cohort Study (MoBa).7
METHODS
Study Population and Outcome
Information
The MoBa cohort is nationwide and
includes 109 000 children born from
1999 to 2009. Mothers were recruited
at ultrasound examinations at approx-
imately week 18 of pregnancy, and
38.5% of the invited women consented
to participation. Cases of ASDs (autistic
disorder, Asperger disorder, and per-
vasive developmental disorder not
otherwise speciﬁed [PDD-NOS]) have
been identiﬁed by a substudy of autism,
the Autism Birth Cohort (ABC) Study.8
The modes of case identiﬁcation were
(1) questionnaire screening of moth-
ers at offspring ages 3, 5, and 7 years;
(2) professional and parental referrals
of children suspected of having ASD;
and (3) linkage to the Norwegian Pa-
tient Register (NPR).9 The NPR collects
data on diagnoses from all hospitals
and outpatient clinics in Norway,
thereby capturing data for all children
diagnosed with ASDs by Norwegian
specialist health services.9 The analy-
ses in this study reﬂect data collected
and processed by December 31, 2012.
The children eligible for analyses were
MoBa participants recorded to be alive
and living in Norway beyond 3 years of
age.
When a child with ASD or potential ASD
was detected through any of these
mechanisms, he or she was invited to
participate in a clinical assessment that
included the research-standard instru-
ments for diagnosis of ASDs, the Autism
Diagnostic Interview—Revised,10 and
the Autism Diagnostic Observation
Schedule,11 which have shown high
reliability and validity in making di-
agnoses of ASDs in children. Diagnostic
conclusions were best-estimate clinical
diagnoses derived from test and inter-
view results and from information col-
lected from parents and teachers. The
diagnoses were based on Diagnostic
and Statistical Manual of Mental Dis-
orders (DSM), Fourth Edition, Text Re-
vision criteria, and the case deﬁnition
includes codes 299.00 (autistic disor-
der), 299.80 (Asperger disorder), and
299.80 (PDD-NOS).12
The NPR contains International Clas-
siﬁcation of Diseases, 10th Revision
codes determined by Norwegian spe-
cialist health services, and the ASD case
deﬁnition of this study includes codes
F84.0 (childhood autism), F84.1 (atypical
autism), F84.5 (Asperger syndrome),
F84.8 (other pervasive developmental
disorder), and F84.9 (pervasive de-
velopmental disorder, unspeciﬁed). In
this article, we have used the terms
“autistic disorder” for code F84.0 and
“PDD-NOS” for codes F84.1, F84.8, and
F84.9.
Participation inMoBaand theABCStudy
is based on written informed consent
from the mother. Both studies are ap-
proved by the regional committee for
medical and health research ethics for
Southeastern Norway.
Exposure Information
Maternal and paternal height and
weight were recorded in a question-
naire completed by the mothers during
week 18 of pregnancy. Maternal pre-
pregnancy BMI and paternal BMI were
calculated by dividing weight in kilo-
grams by height in meters squared.
Weight categories were deﬁned ac-
cording to World Health Organization
TABLE 1 Cumulative Incidence of ASDs by Year of Birth
Year of birth No. of children ASD Autistic Disorder Asperger Disorder PDD-NOS
n (%) n (%) n (%) n (%)
1999–2000 1842 14 (0.76) 1 (0.05) 10 (0.54) 3 (0.16)
2001 3622 26 (0.72) 7 (0.19) 10 (0.28) 9 (0.25)
2002 7563 65 (0.86) 21 (0.28) 23 (0.30) 21 (0.28)
2003 11 111 85 (0.77) 32 (0.29) 27 (0.24) 26 (0.23)
2004 12 053 58 (0.48) 19 (0.16) 14 (0.12) 25 (0.21)
2005 13 925 57 (0.41) 22 (0.16) 11 (0.08) 24 (0.17)
2006 15 783 53 (0.34) 24 (0.15) 6 (0.04) 23 (0.15)
2007 14 729 28 (0.19) 13 (0.09) 1 (0.01) 14 (0.10)
2008 12 281 33 (0.27) 23 (0.19) 1 (0.01) 9 (0.07)
Total 92 909 419 (0.45) 162 (0.17) 103 (0.11) 154 (0.17)
Includes cases identiﬁed in the study sample by December 31, 2012.
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guidelinesasunderweight (BMI,18.5),
normal weight (18.5 # BMI ,25),
overweight (25 # BMI ,30), and obe-
sity (BMI $30).13 For participants re-
cruited in 2006 and later, paternal
height and weight were also recorded
in questionnaires completed by the
fathers. For those who had both ma-
ternal and paternal report of these
measures, we carried out a Bland-
Altman analysis14 to assess the agree-
ment between maternal and paternal
reporting, and we calculated the k
statistic for paternal obesity based on
the 2 sources of information.
Covariates
We explored the following covariates to
assess potential confounding and me-
diation: parental education, parental
age, parental smoking, parental psy-
chiatric disorders, maternal parity,
maternal use of folic acid supplements,
use of hormone treatment or in vitro
fertilization to become pregnant, ma-
ternal diabetes, preeclampsia, child’s
year of birth, child’s gestational age at
birth, and child’s birth weight.
Statistical Analyses
Analyses were performed by using
SPSS version 19.0 (IBM SPSS Statistics,
IBM Corporation, Armonk, NY) and R
version 3.0.2 for Windows (The R
Foundation for Statistical Computing,
Vienna, Austria). Odds ratios (ORs) of
each ASD subtype with 95% conﬁdence
intervals (CIs) were estimated from
logistic regression models. We ﬁtted 2
types of adjusted models, 1 in which
maternal and paternal BMI were in-
cluded separately (Model A), and 1 in
which both were included simulta-
neously (Model B). All covariates were
examined separately. If the inclusion of
a covariate changed any of the relative
risk estimates by.2%, the covariate was
included in the ﬁnal adjusted models.
To explore potential nonlinear effects of
maternal and paternal BMI, generalized
TABLE 2 Parent and Child Characteristics by Parental Obesity (BMI $30)
Characteristics Total Study Sample
(n = 92 909)
Maternal Prepregnancy
BMI $30 (n = 8936)
Paternal BMI
$30 (n = 9267)
Maternal education, y, n (%)
,12 6864 (7.4) 1075 (12.0) 1031 (11.1)
12 25 037 (26.9) 3365 (37.7) 3215 (34.7)
13–16 37 683 (40.6) 3212 (35.9) 3435 (37.1)
$17 21 427 (23.1) 1112 (12.4) 1392 (15.0)
Missing data 1898 (2.0) 172 (1.9) 194 (2.1)
Paternal education, y, n (%)
,12 9908 (10.7) 1511 (16.9) 1489 (16.1)
12 35 330 (38.0) 4419 (49.5) 4340 (46.8)
13–16 24 672 (26.6) 1809 (20.2) 2045 (22.1)
$17 20 687 (22.3) 982 (11.0) 1159 (12.5)
Missing data 2312 (2.5) 215 (2.4) 234 (2.5)
Maternal age, y, n (%)
,25 10 132 (10.9) 1053 (11.8) 1089 (11.8)
25–29 30 730 (33.1) 2865 (32.1) 3123 (33.7)
30–34 36 033 (38.8) 3343 (37.4) 3405 (36.7)
$35 16 014 (17.2) 1675 (18.7) 1650 (17.8)
Paternal age, y, n (%)
,25 4370 (4.7) 423 (4.7) 413 (4.5)
25–29 21 039 (22.6) 1923 (21.5) 1975 (21.3)
30– 4 36 087 (38.8) 3345 (37.4) 3531 (38.1)
35–39 22 059 (23.7) 2230 (25.0) 2330 (25.1)
40 9202 (9.9) 989 (11.1) 1011 (10.9)
Missing data 152 (0.2) 26 (0.3) 7 (0.1)
Maternal smoking during
pregnancy, n (%)
No 84 682 (91.1) 7811 (87.4) 8280 (89.3)
Yes 7597 (8.2) 1062 (11.9) 938 (10.1)
Missing data 630 (0.7) 63 (0.7) 49 (0.5)
Paternal smoking, n (%)
No 66 459 (71.5) 5948 (64.2) 6376 (68.8)
Yes 25 237 (27.2) 2881 (31.1) 2768 (29.9)
Missing data 1213 (1.3) 107 (1.2) 123 (1.3)
Maternal parity,a n (%)
0 41 814 (45.0) 3513 (39.3) 3881 (41.9)
1 33 142 (35.7) 3384 (37.9) 3437 (37.1)
$2 17 953 (19.3) 2039 (22.8) 1949 (21.0)
Maternal periconceptional
folic acid use,b n (%)
No 28 451 (30.6) 3182 (35.6) 3077 (33.2)
Yes 64 458 (69.4) 5754 (64.4) 6190 (66.8)
In vitro fertilization,
n (%)
No 90 066 (96.9) 8665 (97.0) 8915 (96.2)
Yes 2843 (3.1) 271 (3.0) 352 (3.8)
Maternal hormone
treatment, n (%)
No 90 218 (97.1) 8486 (95.0) 8919 (96.2)
Yes 2691 (2.9) 450 (5.0) 348 (3.8)
Maternal gestational/
type 2 diabetes, n (%)
No 91 975 (99.0) 8631 (96.6) 9111 (98.3)
Yes 934 (1.0) 305 (3.4) 156 (1.7)
Maternal preeclampsia,c n (%)
No 89 140 (95.9) 8159 (91.3) 8772 (94.7)
Yes 3769 (4.1) 777 (8.7) 495 (5.3)
Maternal psychiatric
disorder,d n (%)
No 83 172 (89.5) 7938 (88.8) 8263 (89.2)
Yes 9737 (10.5) 998 (11.2) 1004 (10.8)
Child’s birth wt, n (%)
,2500 g 3913 (4.2) 430 (4.8) 443 (4.8)
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additive models with a logit-link were
ﬁtted in R (mgcv package) using a cubic
regression spline with 2 degrees of
freedom. The parental BMIs were in-
cluded as continuous terms. The odds
ratio scale in each model was centered
around and set to 1 on the mean pop-
ulation odds of a given ASD estimated
from the speciﬁc model. ORs with 95%
CIs were plotted against maternal/
paternal BMI.
RESULTS
A total of 106 958 children were eligible
for analyses. Children born in 2009 (n =
3354) were excluded because of low
numbers of identiﬁed ASD cases. Of the
remaining 103 604 children, 10 695 had
missing data on maternal and paternal
height and weight. The distribution of
covariates among these study subjects
indicated that mean BMI was likely to
be somewhat higher for those with
missing data and that the data may be
missing not at random. Because of this,
we chose to exclude them rather than
impute the missing BMI values. The ﬁ-
nal study sample included 92 909 chil-
dren. At the end of follow-up, the age
range was 4.0 through 13.1 years
(mean 7.4 years). ASDs had been di-
agnosed in 419 (0.45%) children: 162
(0.17%) with autistic disorder, 103
(0.11%) with Asperger disorder, and
154 (0.17%) with PDD-NOS. The distri-
bution of ASD cases by year of birth is
shown in Table 1. One hundred eighty-
two (43%) had been clinically assessed
through the ABC Study, and the
remaining 237 (57%) had specialist-
conﬁrmed diagnoses of ASDs recorded
in the NPR. Registry diagnoses of ASDs
had a high validity for the autism
spectrum as a whole; of 60 registry
ASD cases assessed through the ABC
Study, 58 were found to meet the DSM
(Fourth Edition, Text Revision) criteria
for ASDs, generating a positive pre-
dictive value (PPV) of 97% (95% CI:
88%–100%). The estimate of PPV was
also high for a speciﬁc diagnosis of
autistic disorder, 85% (17 of 20) (95%
CI: 62%–97%), but lower for the other
ASD subtypes, 36% (8/22; 95% CI: 17%–
59%) for Asperger disorder and 56%
(10 of 18) (95% CI: 31%–78%) for PDD-
NOS. PPV estimates for the subtype di-
agnoses should be interpreted with
caution because the number of cases
in each group was low.
Obesity was equally prevalent in moth-
ers and fathers, with 9.6% of mothers
and 10.0% of fathers having a BMI$30.
Overweight was more common in fa-
thers; 45.2% of fatherswere overweight,
compared with 22.0% of mothers. In
fathers, the number of underweight
individuals was low, and all fathers with
BMI ,25 were included in the same
category in the logistic regression
analyses. Maternal and paternal BMIs
were positively correlated, with a Pear-
son correlation coefﬁcient of 0.23 (with
BMIs as continuous variables).
There were 30 284 children with double
report of the father’s height and 29 976
with double report of the father’s
weight. The mean difference between
maternal and paternal report was 0.0 cm
(SD 1.5 cm) for paternal height and –0.3
kg (SD 2.7 kg) for paternal weight. The
limits of agreement (95% CIs) obtained
from the Bland-Altman analysis14 were
(–2.9 to 2.9) cm for height and (–5.6 to
5.0) kg for weight. The k statistic for
paternal obesity was 0.91.
The distribution of maternal and pa-
ternal obesity across the categories of
potential confounders andmediators is
shown in Table 2. In both mothers and
fathers, obesity was associated with
TABLE 2 Continued
Characteristics Total Study Sample
(n = 92 909)
Maternal Prepregnancy
BMI $30 (n = 8936)
Paternal BMI
$30 (n = 9267)
2500–4499 g 84 879 (91.4) 7730 (86.5) 8258 (89.1)
$4500 g 4062 (4.4) 772 (8.6) 562 (6.1)
Missing data 55 (0.1) 4 (0.0) 4 (0.0)
Premature birth
(gestational age ,37 wk)
No 86 708 (93.3) 8155 (91.3) 8564 (92.4)
Yes 5833 (6.3) 741 (8.3) 670 (7.2)
Missing data 368 (0.4) 40 (0.4) 33 (0.4)
Obesity of coparent
No (BMI ,30) 83 642 (90.0) 6672 (74.7) 7 003 (75.6)
Yes (BMI $30) 9267 (10.0) 2264 (25.3) 2 264 (24.4)
Parental height (cm)
Mean maternal
height, (95% CI)
168.11
(168.07–168.15)
167.55
(167.43–167.68)
168.02
(167.90–168.15)
Mean paternal
height, (95% CI)
181.53
(181.49–181.57)
180.95
(180.80–181.09)
180.73
(180.59–180.87)
Child’s year of birth, n (%)e
1999–2000 1842 (2.0) 116 (6.3) 89 (4.8)
2001 3622 (3.9) 291 (8.0) 252 (7.0)
2002 7563 (8.1) 771 (10.2) 662 (8.8)
2003 11 111 (12.0) 1124 (10.1) 1069 (9.6)
2004 12 053 (13.0) 1243 (10.3) 1277 (10.6)
2005 13 925 (15.0) 1385 (9.9) 1412 (10.1)
2006 15 783 (17.0) 1509 (9.6) 1656 (10.5)
2007 14 729 (15.9) 1354 (9.2) 1545 (10.5)
2008 12 281 (13.2) 1143 (9.3) 1305 (10.6)
a Parity including previous miscarriage or abortion after week 12 of pregnancy.
b Folic acid use during the time interval from 4 wk before to 8 wk after the start of pregnancy (deﬁned as the start of
gestation).
c Includes cases of HELLP (Hemolysis, Elevated Liver enzymes, Low Platelets) syndrome.
d Past or present anorexia/bulimia, depression, and/or anxiety.
e Column 2 is column %; columns 3 and 4 are row percent.
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lower levels of education and higher
levels of smoking. Obese mothers
were less likely to be ﬁrst-time moth-
ers and to have used periconceptional
folic acid supplements, and more likely
to have used hormone treatment to
become pregnant. They also had a
higher risk of type 2 diabetes, gesta-
tional diabetes, and preeclampsia, and
their children had a higher risk of
premature birth (gestational age ,37
weeks) and of having a birth weight
$4500 g.
Table 3 shows the results of the logistic
regression analyses. These analyses
generated different results for the in-
dividual ASD subtypes, and we have
reported subtype-speciﬁc ORs as well
as ORs for the entire autism spectrum.
The analyses for autistic disorder and
PDD-NOS included the whole study
sample. The analyses for Asperger
disorder and ASD as a whole included
only children born in 1999 to 2005
(aged$7 years at the end of follow-up)
because few cases of Asperger disor-
der had been identiﬁed among the
younger children.
Autistic disorder hadbeendiagnosed in
0.27% (24 of 8936) of children of obese
TABLE 3 Risk of ASDs According to Maternal and Paternal BMI
BMI Category Total Study Sample With Disorder Unadjusted Model Adjusted Model Aa Maternal and
Paternal BMI Separately
Adjusted Model Ba Maternal
and Paternal BMI Combined
n (Column %) n (Row %) OR (95% CI) OR (95% CI) Odds OR (95% CI)
Autistic disorder (n = 162)
Maternal BMI
,18.5 2855 (3.1) 5 (0.18) 1.06 (0.43–2.61) 0.93 (0.38–2.30) 0.95 (0.39–2.35)
18.5–24.9 60 655 (65.3) 100 (0.16) 1 (Ref) 1 (Ref) 1 (Ref)
25.0–29.9 20 463 (22.0) 33 (0.16) 0.98 (0.66–1.45) 0.95 (0.64–1.41) 0.91 (0.60–1.35)
$30.0 8936 (9.6) 24 (0.27) 1.63 (1.04–2.55) 1.48 (0.94–2.32) 1.34 (0.84–2.12)
Paternal BMI
,25.0b 41 603 (44.8) 59 (0.14) 1 (Ref) 1 (Ref) 1 (Ref)
25.0–29.9 42 039 (45.2) 78 (0.19) 1.31 (0.93–1.84) 1.32 (0.94–1.86) 1.31 (0.94–1.85)
$30.0 9267 (10.0) 25 (0.27) 1.91 (1.19–3.04) 1.82 (1.13–2.92) 1.73 (1.07–2.82)
PDD-NOS (n = 154)
Maternal BMI
,18.5 2855 (3.1) 7 (0.25) 1.64 (0.76–3.53) 1.44 (0.66–3.12) 1.43 (0.66–3.10)
18.5–24.9 60 655 (65.3) 91 (0.15) 1 (Ref) 1 (Ref) 1 (Ref)
25.0–29.9 20 463 (22.0) 42 (0.21) 1.37 (0.95–1.97) 1.31 (0.90–1.89) 1.32 (0.91–1.91)
$30.0 8936 (9.6) 14 (0.16) 1.04 (0.60–1.83) 0.93 (0.52–1.64) 0.94 (0.53–1.67)
Paternal BMI
,25.0b 41 603 (44.8) 71 (0.17) 1 (Ref) 1 (Ref) 1 (Ref)
25.0–29.9 42 039 (45.2) 67 (0.16) 0.93 (0.67–1.30) 0.93 (0.67–1.31) 0.93 (0.66–1.30)
$30.0 9267 (10.0) 16 (0.17) 1.01 (0.59–1.74) 0.96 (0.55–1.65) 0.95 (0.54–1.65)
Asperger Disorderc (n = 95)
Maternal BMI
,18.5 1543 (3.1) 5 (0.32) 2.02 (0.81–5.07) 1.92 (0.76–4.83) 1.89 (0.75–4.77)
18.5–24.9 32 384 (64.6) 52 (0.16) 1 (Ref) 1 (Ref) 1 (Ref)
25.0–29.9 11 259 (22.5) 25 (0.22) 1.38 (0.86–2.23) 1.38 (0.85–2.23) 1.33 (0.82–2.15)
$30.0 4930 (9.8) 13 (0.26) 1.64 (0.90–3.02) 1.61 (0.87–2.98) 1.40 (0.74–2.64)
Paternal BMI
,25.0b 22 736 (44.4) 42 (0.18) 1 (Ref) 1 (Ref) 1 (Ref)
25.0–29.9 22 619 (45.1) 35 (0.15) 0.84 (0.54–1.31) 0.86 (0.55–1.35) 0.85 (0.54–1.33)
$30.0 4761 (9.5) 18 (0.38) 2.05 (1.18–3.57) 2.14 (1.22–3.75) 2.01 (1.13–3.57)
ASDc (n = 305)
Maternal BMI
,18.5 1543 (3.1) 13 (0.84) 1.55 (0.88–2.72) 1.39 (0.79–2.46) 1.39 (0.79–2.46)
18.5–24.9 32 384 (64.6) 177 (0.55) 1 (Ref) 1 (Ref) 1 (Ref)
25.0–29.9 11 259 (22.5) 81 (0.72) 1.32 (1.01–1.72) 1.29 (0.99–1.69) 1.26 (0.96–1.65)
$30.0 4930 (9.8) 34 (0.69) 1.26 (0.87–1.83) 1.17 (0.81–1.70) 1.09 (0.74–1.59)
Paternal BMI
,25.0b 22 736 (44.4) 131 (0.58) 1 (Ref) 1 (Ref) 1 (Ref)
25.0–29.9 22 619 (45.1) 130 (0.57) 1.00 (0.79–1.28) 0.99 (0.78–1.27) 1.00 (0.78–1.28)
$30.0 4761 (9.5) 44 (0.92) 1.61 (1.15–2.28) 1.55 (1.10–2.19) 1.53 (1.07–2.17)
Total sample for autistic and disorder, n = 92 909; total sample for Asperger disorder and ASD, n = 50 116. Ref, reference category.
a Adjusted for parental education levels, child’s year of birth, and maternal parity. For parental education levels, missing data were included as a separate category.
b Underweight (BMI ,18.5) was not used as a separate category for fathers because only 216 (0.2%) had BMI ,18.5.
c Analyses for Asperger disorder and autism spectrum disorder included children aged $7 y (children born 1999–2005). ASD includes all subtypes (autistic disorder, PDD-NOS, Asperger’s
disorder).
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mothers, compared with 0.16% (100 of
60 655) of children of normal-weight
mothers. The unadjusted analyses in-
dicated an increase in risk associated
with maternal prepregnancy obesity,
but this increase was substantially at-
tenuated by adjustment for covariates
and paternal BMI. The model including
paternal BMI (Model B) generated an
adjusted OR of 1.34 (95% CI: 0.84–2.12)
of autistic disorder for children of
obese mothers. There was a stronger
and more robust association between
paternal obesity and children’s risk of
autistic disorder. In children of obese
fathers, the proportion with autistic
disorder was 0.27% (25 of 9267), com-
pared with 0.14% (59 of 41 603) in
children whose fathers had normal
weight. The adjusted OR of autistic
disorder was 1.73 (95% CI: 1.07–2.82)
for children of obese fathers (Model B).
There was no evidence of interaction
between maternal and paternal obe-
sity based on the likelihood ratio test of
nested models (P = .58).
Neither maternal nor paternal BMI was
associated with the risk of PDD-NOS in
children (Table 3). The association be-
tween maternal obesity and Asperger
disorder appeared to be similar to
that for autistic disorder (Table 3), al-
though the 95% CIs included 1 in all
models. The association with paternal
obesity was stronger and more robust:
Asperger disorder had been diagnosed
in 0.38% (18 of 4761) of children of
obese fathers, compared with 0.18%
(42 of 22 736) of normal-weight fathers,
generating an adjusted OR of 2.01 (95%
CI: 1.13–3.57) (Model B). Again, no in-
teraction was evident between mater-
nal and paternal obesity (P = .47).
The increase in risk associated with pa-
ternal obesity was still present when all
ASD subtypes were analyzed as a single
outcome (Table 3), with an adjusted OR of
1.53 (95% CI: 1.07–2.17) of ASDs for chil-
dren of obese fathers (Model B).
Potential dose-response effects of ma-
ternal and paternal BMI were explored
in generalized additive models. The
results are displayed in Figs 1, 2, 3, and
FIGURE 1
Risk of autistic disorder according to maternal and paternal BMIs: generalized additive models. In the adjusted models, maternal and paternal BMIs were
adjusted for each other and for parental education levels, child’s year of birth, and maternal parity.
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4. For maternal BMI, the unadjusted
models suggested a continuous in-
crease in odds of autistic disorder and
Asperger disorder by increasing BMI
for BMI values .25, but this was at-
tenuated by adjustment for covariates
and paternal BMI. In contrast, there
was an exponential increase in odds of
autistic disorder with increasing pa-
ternal BMI through the whole range of
BMI values, and this association was
largely unaffected by adjustment for
covariates and maternal BMI. The 95%
CI was.1 for paternal BMI.30. There
was also a continuous increase in risk
of Asperger disorder by paternal BMI
for BMI values .27, but the 95% CI in-
cluded 1 throughout.
DISCUSSION
The main ﬁnding of this study was that
children of obese fathers have an in-
creased risk of developing autistic
disorder and Asperger disorder. The
analyses showed that a dose-response
relation may be present, so that the
risks of these 2 disorders increase by
increasing paternal BMI. The associa-
tions were largely unaffected by ad-
justment for sociodemographic and
lifestyle characteristics. Our ﬁnding
came as a surprise because we had
expected maternal obesity to be the
most prominent risk factor. Maternal
obesity was also associated with an
increased risk of both autistic disorder
and Asperger disorder in unadjusted
analyses, but the increase was sub-
stantially attenuated by adjustment for
paternal BMI.
The previously mentioned study from
California found an OR of 1.67 (95% CI:
1.10–2.56) of ASDs for children of obese
mothers.1 We did not replicate this
association for ASDs as a whole, but it
is worth noting that we obtained OR
estimates of a similar magnitude in
the models for autistic disorder and
Asperger disorder that only included
maternal BMI. The attenuation caused
by adjustment for paternal BMI in our
analyses indicates that paternal BMI
is an important confounder of the
FIGURE 2
Risk of PDD-NOS according tomaternal and paternal BMIs: generalized additivemodels. In the adjustedmodels,maternal BMI and paternal BMIswere adjusted
for each other and for parental education levels, child’s year of birth, and maternal parity.
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association between maternal obesity
and ASD risk in children.
No previous studies ofmaternal obesity
and childhood neurodevelopmental
disorders have taken paternal BMI into
account, and this may have caused an
overestimation of the risk associated
with maternal obesity. It may also have
led researchers to attribute increases
in risk to intrauterine exposures only
and to overlook alternative explana-
tions. The strong associations ob-
served for paternal obesity in our study
sample suggest that there could be
a genetic association between paternal
obesity and ASDs. Such an association
could be mediated through pleiotropic
gene variants, that is, gene variants
associated with different disorders or
traits thathavevariablemanifestations.
Examples of such pleiotropic gene
variants are the deletions on chromo-
some16p11.2 that havebeen implicated
in both ASDs and morbid obesity.15,16 If
pleiotropic genetic effects were to ex-
plain our ﬁndings, those gene variants
would have to be transmitted from the
fathers. Genetic studies have indicated
such parent-of-origin effects for other
susceptibility loci in ASDs,17–19 and
parent-of-origin effects have also been
demonstrated for other types of com-
plex diseases such as breast cancer,
basal cell carcinoma, and type 2 di-
abetes.20 This mode of risk trans-
mission would also be compatible with
the gender-speciﬁc genetic effects on
BMI that have been demonstrated in
twin studies.21
Another possible mode of risk trans-
mission is throughepigeneticalterations
caused by paternal obesity, for example,
obesity-induced changes in DNA meth-
ylation or other mechanisms regulating
gene expression. It is still largely un-
known whether the epigenetic features
of human germline cells are affected by
obesity or other environmental expo-
sures,22 but it has been demonstrated
that children of obese fathers display
changes in the expression of genes
regulating early growth.23 Animal stud-
ies have also shown that paternal obe-
sity has transgenerational effects and
FIGURE 3
Risk of Asperger disorder according to maternal and paternal BMIs: generalized additive models. In the adjusted models, maternal and paternal BMIs were
adjusted for each other and for parental education levels, child’s year of birth, and maternal parity.
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that those effects are likely to be medi-
ated through epigenetic mechanisms.24
We did not ﬁnd any associations for the
PDD-NOS subtype of ASD. PDD-NOS does
not have any speciﬁc diagnostic crite-
ria, but it is used as a subthreshold
category for children who have some
autistic features but not sufﬁcient to
meet the speciﬁc diagnostic criteria for
autistic disorder or Asperger disorder.
The PDD-NOS subtype encompasses
aheterogeneousgroupof children inour
studysample, ranging fromchildrenwith
congenital syndromes and profound
mental retardation to high-functioning
children with milder symptoms of au-
tism. The fact that the associations with
paternal obesity were observed only for
autistic disorder and Asperger’s disor-
der indicates that they cannot entirely
be attributed to residual confounding; if
residual confounding was substantial,
we would have expected to ﬁnd associ-
ations across all ASD subtypes.
Themain limitationof thestudywas that
the self-reported height and weight
measures for theparents havenot been
validated through objective measure-
ments. However, data from 2 contem-
porary British and Dutch pregnancy
cohorts indicate that pregnant women
generally report their own height and
weight accurately; correlations between
self-reported and objectively measured
BMIs in pregnant women were 0.97 and
0.96, respectively.6 No similar validation
data are available for fathers, but the
high level of agreement between ma-
ternal and paternal report in our study
sample supports the accuracy of the
self-reported paternal measures.
The other main limitation was the re-
lianceonsubtypediagnosesof ASDs. ASD
subtype diagnoses have not been found
to have high reliability across assess-
ment sites in the United States,25 and the
division into subtypes has been removed
altogether from the just-released DSM-5
classiﬁcation system.26 Still, our analy-
ses for ASD as a whole showed that the
association for paternal obesity, which
was the most prominent ﬁnding, per-
sisted even when subtype diagnoses
were ignored.
FIGURE 4
Risk of ASD according tomaternal and paternal BMIs: generalized additivemodels. In the adjustedmodels, maternal and paternal BMIswere adjusted for each
other and for parental education levels, child’s year of birth, and maternal parity.
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There is an underrepresentation of so-
cially disadvantaged parents in the
MoBa cohort, and this may limit the
generalizability of our ﬁndings.27 We
have evaluated the potential effects of
selection bias in MoBa by analyzing the
associations between ASDs and 7 se-
lected exposures in parallel in MoBa
and the general Norwegian popula-
tion.28 The differences were small for all
the associations investigated, indicating
that exposure-disease associations
for ASDs are not substantially affected
by selection bias.28 This is in line with
analyses of other exposure-disease as-
sociations from MoBa27 and from con-
temporary Danish29,30 and British31
pregnancy cohorts.
The strengths of the study were the
prospective cohort design, large sample
size, and the combination of screening,
referrals, and registry linkage for de-
tection of ASD cases. Exposure and
covariate data were collected in mid-
pregnancy, which minimized the risk of
recall bias. Ourability to link the cohort to
the nationwide patient registry ensured
that all diagnosed cases of ASDs in the
study sample were detected, regard-
lessofwhetherparentshadresponded
to the cohort questionnaires.
CONCLUSIONS
Our study is the ﬁrst to implicate pa-
ternal overweight and obesity as in-
dependent risk factors for ASDs in
children. If the associations were to rep-
resent a causal relation, it would have
large public health implications, given the
increasing prevalence of obesity world-
wide. The potential effects should be
further investigated through attempts
at replication of our analyses, and, if
these are positive, through genetic and
epigenetic studies. It should also be
explored whether paternal overweight
and obesity are associated with an
increased risk of other neurodevel-
opmental disorders in children.
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